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(54) Title: MONOCLONAL ANTIBODIES AGAINST LEUKOCYTE-SPECIFIC G-PROTEIN-COUPLED RECEPTORS 



(54) Bezeichnung: MONOKLONALE ANTDCORPER GEGEN LEUKOZYTEN-SPEZDFISCHE G-PROTEIN-GEKOPPELTE REZEP- 
TOREN 

(57) Abstract 

Monoclonal antibodies against leukocyte-specific G-protein-coupled receptors (L-GCR) are disclosed. These antibodies may be 
produced by the following steps: (a) introduction of a L-GCR coding nucleic acid into cells and expression of L-GCR; (b) immunisation of 
animals with L-GCR-expressing cells (a); and (c) fusion of spleen cells from the immunised animals (b) with myeloma cells and production 
of monoclonal L-GCR antibody-producing hybridoma cells. Also disclosed is a process for producing such antibodies, their use and kits 
containing the same, as well as a process for producing monoclonal GCR antibodies. 

(57) Zusammenfassung 

Die Erfindung betrifft monoklonale Antiktirper gegen Leukozyten-spezifische G-Protein-gekoppelte Rezeptoren (L-GCR). Diese 
Antikdrper sind durch folgende Verfahrensschritte erhaltlich: (a) Einfiihrung einer L-GCR-codierenden Nukleinsaure in Zellen und 
Expression von L-GCR, (b) hnmunisierung eines Tieres mit L-<k^-exprinuerenden Zellen von (a), und (c) Fusion von Milzzellen des 
immunisierten Tieres von (b) mit Myelomzellen und Erhalt von monoklonale L<K^-Antikdrper-produ2derenden Hybridomzellea Ferner 
betrifft die Erfindung Verfahren zur Herstellung solcher Antikdrper, ihre Verwendung und sie enthaltende Kits. Desweiteren betrifft die 
Erfindung Verfahren zur Herstellung monoklonaler GCR-Antikdrper. 
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(g) Die Erfindung betrifft monoklonale Antikorper gegen 
Leukozyten-spezifische G-Protein-gekoppelte Rezeptoren 
(L-GCR). Diese Antikorper sind durch folgende Verfahrens- 
schritte erhaltlich: 

(a) Einfuhrung einer L-GCR-codierenden Nukleinsaure in 
ZeJIen und Expression von L-GCR, 

(b) Immunisierung eines Tieres mit L-GCR-exprimierenden 
Zellen von (a), und 

(c) Fusion von Milzzellen des immunisierten Tieres von {b) 
mit Myelomzellen und Erhalt von monoklonale L-GCR-Anti- 
korper-produzierenden Hybridomzellen. 

Ferner betrifft die Erfindung Verfahren zur Herstellung 
solcher. Antikorper, ihre Verwendung und sie erithaltende 
Kits. Des weiteren betrifft die Erfindung Verfahren zur 
Herstellung monoklonaler GCR-Antikdrper. 
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(54) Title: HUMAN G-PROTEIN CHEMOKINE RECEPTOR HDGNR10 
(57) Abstract 

Human G-protein chemokine receptor polypeptides and DN A (RNA) encoding such polypeptides and a procedure for producing such 
polypeptides by recombinant techniques is disclosed. Also disclosed are methods for utilizing such polypeptides for identifying antagonists 
and agonists to such polypeptides and methods of using the agonists and antagonists therapeutically to treat conditions related to the 
underexpression and overexpression of the G-protein chemokine receptor polypeptides, respectively. Also disclosed are diagnostic methods 
for detecting a mutation in the G-protein chemokine receptor nucleic acid sequences and detecting a level of the soluble form of the receptors 
in a sample derived from a host. 
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(54) Title: CHEMOKINE RECEPTORS 88-2B[CKR-3] AND 88C AND TrtEIR ANTIBODIES 
(57) Abstract 

The present invention provides polynucleotides that encode the chemokine receptors 88-2B or 88C and materials and methods for 
the recombinant production of these two chemokine receptors. Also provided are assays utilizing the polynucleotides which facilitate the 
identification of ligands and modulators of the chemokine receptors. Receptor fragments, ligands, modulators', and antibodies are useful in 
the detection and treatment of disease states associated with the chemokine receptors such as atherosclerosis, rheumatoid arthritis, tumor 
growth suppression, asthma, viral infection, AIDS, and other inflammatory conditions. 
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(54) Title: C-C CKR-5, CC-CHEMIKINES RECEPTOR, DERIVATIVES THEREOF AND THEIR USES 

(57) Abstract 

The present invention is related to new 
peptides and the nucleic acid molecules en- 
coding said peptides. The present invention 
concerns also the vector comprising said nu- 
cleic acid molecules, cells transformed by 
said vector, inhibitors directed against said 
peptides or said nucleic acid molecules, a 
pharmaceutical composition and a diagnostic 
and/or dosage device comprising said prod- 
ucts, and rion human transgenic animals ex- 
pressing the peptides according to the inven- 
tion or the nucleic acid molecules encoding 
said peptides. 
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(54) Tide: CC CHEMOK1NE RECEPTOR 5, ANTIBODIES THERETO, TRANSGENIC ANIMALS 
(57) Abstract 

the susceptibility of human macrophages to human immunodeficiency vims (HIV) infection depends on cell surface expression of the 
human CD4 molecule and CC cytokine receptor 5. CCR5 is a member of the 7-transmembrane segment superfamily of G-protein-coupled 
ceil surface molecules. CCR5 plays an essential role in the membrane fusion step of infection by some HIV isolates. The establishment 
of stable, non human cell lines and transgenic mammals having cells that coexpress human CD4 and CCR5 provides valuable tools for the 
continuing research of HIV infection. In addition, antibodies which bind to CCR5, CCR5 variants, and CCR5-binding agents, capable of 
blocking membrane fusion between HIV and target cells represent potential anti-HIV therapeutics for macrophage-tropic strains of HIV. 
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(54) Tide: HIV CORECEPTOR MUTANTS 
(57) Abstract 

Entry of HIV-1 into target cells requires cell surface CD4 as well as additional host cell cofactors. A cofactor required for infection 
with virus adapted for growth in transformed T cell lines was recently identified and named fusin. Fusin, however, does not promote entry 
of macrophage-tropic viruses that are believed to be the key pathogenic strains in vivo. It has now been determined that the principal 
cofactor for entry mediated by the envelope glycoproteins of primary macrophage-tropic strains of HIV-1 is CC-CKR5, a receptor for the 
/?-chemokines RANTES, MlP-la, and MTP-l/?. It has also been found that individuals who are homozygous for a mutation of the CfCR-5 
receptor are resistent to HIV infection; in vitro infection requires a 1000-fold higher dose of HIV than normal cells. The mutation results 
in complete suppression of CKR-5 expression. 
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(54) Title: METHODS FOR THE MODULATION OF THE GROWTH OF COLLATERAL ARTERIES AND/OR OTHER ARTERIES 
FROM PREEXISTING ARTERIOLAR CONNECTIONS 

(57) Abstract 

Described is the modulation of the growth of collateral arteries and/or other arteries from preexisting arteriolar connections. Methods 
are provided for enhancing the growth of collateral arteries and/or other arteries from preexisting arteriolar connections comprising contacting 
tissue or cells with a monocyte chemotactic protein (MCP) or a nucleic acid molecule encoding said MCP. Furthermore, the use of a MCP or 
a nucleic acid molecule encoding said MCP for the preparation of pharmaceutical compositions for enhancing collateral growth of collateral 
arteries and/or other arteries from preexisting arteriolar connections is described. Also provided are methods for the treatment. of tumors 
comprising contacting tissue or cells with an agent which suppresses the growth of collateral arteries and/or other arteries from preexisting 
arteriolar connections through the attraction of monocytes. Also descri bed is the use of an agent which suppresses the growth of collateral 
arteries and/or other arteries from preexisting arteriolar connections through attraction of monocytes for the preparation of pharmaceutical 
compositions for the treatment of tumors. 
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The present invention provides purified and isolated polynucleotide sequences encoding a novel macrophage^derived C-C chemokine 
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